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Gene Therapy Trial Yields Promising Outcomes

Major Finding: Patients with NYHA stage IlI or
IV heart failure who received gene therapy with
MYDICAR had cardiovascular-related hospital
stays that averaged 2 fewer days than those
who received placebo.

Data Source: A phase |l study of 39 patients
enrolled in the CUPID trial.

Disclosures: Celladon Corp. funded the trial.
Dr. Greenberg said that he had no relevant fi-
nancial disclosures.
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SAN DIEGO - In a phase II study
of patients with advanced heart
failure, gene therapy with MY-
DICAR was found to be safe and
was associated with benefit in clin-
ical outcomes, symptoms, func-

INDICATIONS AND USAGE

tional status, and cardiac structure.
Deficiency of the protein SER-
CA2ais central to the progression of
heart failure, resulting in abnormal
calcium transfer and impairing myo-
cardial relaxation and contraction,
Dr. Barry H. Greenberg said
MYDICAR, manufactured by Cel-
ladon Corp., is an enzyme replace-
ment therapy that is designed to re-
store levels of SERCA2a. A viral

Effientis indicated to reduce the rate of thrombotic

CV events (including stent thrombosis) in UA/NSTEMI
patients who are to be managed with PCl and in STEMI
patients when managed with primary or delayed PCI

vector delivers the SERCA2a gene.
The objectives of the study,
known as CUPID (Calcium Up-Reg-
ulation by Percutaneous Adminis-
tration of Gene Therapy in Cardiac
Disease), were to evaluate safety
and feasibility and to explore the ac-
tivity and efficacy of MYDICAR in
patients with advanced heart failure,
said Dr. Greenberg, professor of
medicine and director of the Ad-
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vanced Heart Failure Treatment Pro-
gram at the University of California,
San Diego.

To be eligible for the trial, patients had
to be 18-75 years old, have New York State
Heart Association class IIT or IV heart fail-
ure caused by an ischemic or nonischemic
etiology, have a maximal oxygen con-
sumption of 20 mL/kg per minute or less,
have a left ventricular fraction of 35% or
less, and be on a stable, optimized heart
failure regimen for 30 days.

Dr. Greenberg and his colleagues ran-
domized 39 patients to one of three MY-
DICAR doses or to placebo, and all were

treated via single intracoronary infusion.
All patients were observed for 12 months,

with primary anal-
ysis after 6 months
of therapy.
CUPID’s prima-
ry efficacy end
point was defined
as evidence of suc-
cess in one of four
areas: group-level
analysis, individual
analysis, time-to-

event analysis, and duration of cardiovas-
cular-related hospitalization analysis. All

Improvements
were seen in the
treatment group,
vs. placebo, in
6-minute walk
tests and end
systolic volume.
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NON-CABG-RELATED BLEEDING:
TRITON-TIMI 38 ALL-ACS POPULATION,
INCLUDING DIABETES SUBGROUP*

Non-CABG TIMI majort bleeding
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were deemed significant (P less than .2).
CUPID met the primary efficacy end

point for high-dose
MYDICAR treat-
ment group Vs.
placebo in three of
the four areas. In
the group-level
analysis,  signifi-
cant improve-
ments were seen
in the treatment
group, compared

with the placebo group, in 6-minute
walk tests and end systolic volume, with
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Please see Important Safety Information, including Boxed Warning regarding bleeding risk, on previous page.

See also Brief Summary of Prescribing Information on adjacent pages.
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no clinically significant worsening in any
end point and numerical superiority to
placebo in all other end points.

In the individual analysis, the mean ef-
ficacy “score” for the treatment was sig-
nificantly greater than that of the place-
bo group. In the time-to-death analysis,
the treatment group scored numerically
better than the placebo group, but the
difference was not significant.

In the duration of cardiovascular-
related hospitalization analysis, the du-
ration of stay was significantly shorter
for the treatment group than for the
placebo group (mean, 2 fewer days). W




